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Box No. I Basis of the report 

1, With regard to the language, this report is based on the international application in the language in which rt was 
fifed, unless otherwise indicated under this Item. 

□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 and/br 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report): 



Description, Pages 

1 -1 63 as originally fifed 

Claims, Numbers 

1-16 received on 11 . 1 1 .2005 with letter of 09. 1 1 .2005 

Q a sequence listing andfor any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. D The amendments have resulted in the cancellation of: 

Q the description, pages 

□ the claims, Nos. 

D the drawings, sheets/figs 

□ the sequence listing (specify): 

Q any tabJe(s) related to sequence listing (specify): 

4. Q This report has been established as if (some of) the amendments annexed to this report and listed below 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

D the description, pages 

□ the claims, Nos. 

D the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any tabfe(s) related to sequence listing (specify): 

* X£ item 4 applies, some or all of tJiese sheets may Jbe marked "superseded* " 
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Box No, III Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
S cfaims Nos. 16 (part) 

because: 

Q the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination (specify): 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

S no international search report has been established for the said claims Nos. as above 

□ the nucleotide andfor amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not been furnished 

O does not comply with the standard 

the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ the tables related to the nucleotide andAsr amino acid sequence listing, if in computer readable form only, do 
not comply with the technical requirements provided for in Annex C-o/s of the Administrative instructions. 

D See separate sheet for further details 
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Box No- V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-16 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


1-16 




No: 


Claims 




Industrial applicability (IA) 


Yes: 


Claims 


1-16 




No: 


Claims 





2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No. VIII Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Re Item III 



International application No. 
PCT/GB2O04/0O5337 



Present claim 16 relates to compounds defined by reference to process claim 15 
in which it is stated that "any functional group is protected if necessary ", and Lg 2 
and Lg 3 are defined as "a suitable displaceable group". Whereas these terms are 
considered to be clear in the context of the particular reaction claimed, they lead 
to a lack of clarity (Article 6 PCT) in the compound claims, divorced from the 
corresponding reaction conditions. It is thus unclear which specific compounds fall 
within the scope of said claim. Consequently, the search of claim 16 did not 
include compounds wherein "any functional group is protected if necessary", and 
the meanings of Lg 2 and Lg 3 were restricted to the specific leaving groups listed as 
preferred embodiments in claim 15 as originally filed. 

The opinion expressed below with regard to novelty, inventive step and industrial 
applicability refers only to subject-matter for which an international search report 
has been drawn up. 



Re Item V 

1 . Reference is made to the following documents: 

D1: WO 03/029209 A 
D2: WO 03/080625 A 
D3: WO 02/08205 A 

2. The present application meets the criteria of Article 33(1) PCT: 

The present compounds differ from those of D1 and D2 in the replacement of the 
five-membered ring fused to the pyrimidinyl ring with an ethynyl linker. 

With the restriction in the meaning of A in claim 16 such that it can no longer be 
aryl, novelty has been restored with respect to D3. 

3. Claims 1-16 meet the requirements of the PCT with respect to inventive step 
(Article 33(3) PCT); 
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The problem underlying the present application lies in the provision of further 
compounds having inhibitory activity for the Tie2 receptor tyrosine kinase and 
accordingly having value in the treatment of disease states associated with 
pathological angiogenesis. 

Documents D1 and D2 disclose compounds having the same activity as the 
present compounds, where the main difference in structure lies in the replacement 
of the five-membered ring fused to the pyrimidinyl ring in D1 and D2 with an 
ethynyi linker. No incentive is provided in the prior art that would lead the person 
skilled in the art to perform this modification as a solution to the above-mentioned 
problem. It has been made credible that the claimed compounds solve the present 
problem (see present description, p. 85). 

The intermediates of claim 1 6 are considered to bring to the present compounds 
of formula I the structural element which makes the contribution over the prior art 
and are therefore patentable with the patentable end compounds of claim 1 . 



Re Item VIII 

Claim 16 is unclear because the compounds are defined by reference to process 
claim 15 containing functional definitions which are clear within the context of the 
process but not in the context of an independent compound claim (cf. Item III). Jt is 
also noted that the point of attachment of L {rneta or para) is implicit in claim 15 
(through the reference to claim 1), but is not clearly specified in claim 16, 
particularly for intermediate Vic. 

2. Claim 10 is unclear (Article 6 PCT) owing to its reference to the description (see 
also Rule 6.2(a) PCT). 
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CLAIMS 

1 . A compound of the Formula I: 




Formula I 

wherein: 

R 1 and R 2 are independently selected from hydrogen, ( 1 -6C)alkylsulfonyl > 
phenyI(CH 2 )u- wherein u is 0 a 1, 2, 3, 4, 5 or 6, (l-6C)alkanoyl ? (l-6C)alkyl 9 
(l-6C)alkoxycarbonyl, (3-6C)cycloalkyl(CH 2 ) x - in which x is 0, 1, 2, 3, 4, 5 or 6, or 
a 5 or 6 membered heteroaryl ring, or R 1 and R 2 together with the nitrogen atom to 
which they are attached represent a saturated or partially saturated 3 to 7 membered 
heterocyclic ring optionally containing another hetero atom selected from N or O; 
wherein the (l-6C)alkyl, the (l-6C)alkanoyI and the (3-6C)cycloalkyl groups are 
optionally substituted by one or more groups independently selected from 
fluoro, hydroxy, (l-6C)alkyl, (l-6C)alkoxy, (l-6C)alkoxy(l-6C)aIJkoxy, 
(1 -6C)alkoxy(l -6C) alkoxy( 1 -6C)alkoxy, amino, mono(l-6C)alkylamino» 
di-[(l-6C)alkyl]amino, carbamoyl, mono(l-6C)alkylcarbarnoyl, 
di-[(l»6C)alkyl]carbamoyl, -N(R d )C(0)(l-6C)alkyl in which R d is hydrogen or 
(l-6C)alkyl, a saturated or partially saturated 3 to 7 membered heterocyclic 
ring, or a 5 or 6 membered heteroaryl ring, 
wherein the (l-6C)alkoxy, ( 1 -6C)alkoxy( 1 ~6C)alkoxy and 

(l-6C)alkoxy(I-6C)alkoxy(l-6C)alkoxy groups and the ( 1 -6C)alkyl groups of 
the mono(l-6C)alkylamino, di-[(l -6C)alkyl]amitio, 
mono(l~6C)alkyl carbamoyl, di~[(l -6C)alkyl]carbamoyl and/or 
-N(R d )C(0)(l -6C)alkyl groups are optionally substituted by one or more 
hydroxy groups; 

wherein the phenyl is optionally substituted by one or more groups independently 
selected from halo, (l-6C)alkyl, ( 1 -6C)alkoxy, amino, mono(l-6C)alkylamino 
or di-[(l-6C)alkyl] amino, wherein the (l-6C)alkyl and the (l-6C)alkoxy 
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groups are optionally substituted fay one or more groups independently selected 
from hydroxy, amino, mono(l-6C)a!kylamino or di-[(l-6C)alkyl]amino; 

and wherein any heterocyclic and heteroaryl rings within R and/or R are 
optionally independently substituted by one or more of the following: 
(l-4C)a!kyl, (l-4C)alkoxy s (l-4C)alkoxy(l-4C)alkyl, hydroxy, amino, 
mono(i -6C)alkyl amino, di-[(l-6C)alkyl) amino, a saturated or partially 
saturated 3 to 7 membered heterocyclic ring or -C(0)(CH 2 )^Y wherein z is 0, 1, 
2 or 3 and Y is selected from hydrogen* hydroxy, (l-4C)alkoxy, amino, 
mono(l-6C)alkylamino> di-[(l-6C)alkyl]amino or a saturated or partially 
saturated 3 to 7 membered heterocyclic ring; 

and provided that when R 1 and/or R 2 is a (lC)alkanoyl group, then the 
(lC)alkanoyl is not substituted by fluoro or hydroxy; 

R 3 and R 4 are independently selected from hydrogen, (l-6C)alkyl or (l-6C)alkoxy, 

wherein the (l-6C)alkyl and the (l-6C)alkoxy groups are optionally substituted by 
one or more groups independently selected from; fluoro, hydroxy, (l-6C)alkyl 7 
(l-6C)alkoxy, amino, mono(l-6C)aIkylamino, di-[(l-6C)alkyl]amino s 
carbamoyl, mono(l-6C)alkylcarbamoyl or di-[(l -6C)alkyl]carbamoyl, a 
saturated or partially saturated 3 to 7 membered heterocyclic ring or a 5 or 6 
membered heteroaryl ring, wherein said heterocyclic and heteroaryl rings are 
optionally independently substituted by one or more of the following: 
(l~4C)alkyi, (l-4C)alkoxy, hydroxy, amino, mono(l-6C)alkylamino or 
di-[(l*6C)alkyl]amino or a saturated or partially saturated 3 to 7 membered 
heterocyclic ring; 

or one of R 3 and R 4 is as defined above and the other represents a group — NR*R 2 
as defined above; 

A represents an aryl group or a 5 or 6 membered heteroaryl ring selected from furyl, 
pyrrolyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, pyrazolyl, thiazolyl, isothiazolyl, 
oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, pyridyl, pyridazinyl, pyrimidinyl, 
pyrazinyl or 1 ,3,5-triazinyl; 
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R s is selected from cyclopropyl, cyano, halo, (l-6C)alkoxy or (l-6C)alkyl, wherein 
the (l-6C)alkyl and the (l-6C)alkoxy groups are optionally substituted by cyano or 
by one or more fluoro; 

nisO, 1,2 or 3; 

L is attached meta or para on ring A with respect to the point of attachment of the 
ethynyl group and represents -C(R a R b )C(0)N(R 9 )- f -N(R & )C(0)C(R a R b )-, 
-N(R 8 )C(0)N(R 9 )-, -N(R*)C(0)0- 9 or ^OC(0)-N(R 9 )-, wherein R* and R 9 
independently represent hydrogen or (l-6C)a3kyl and wherein R a and R b 
independently represent hydrogen or (l-6C)aIkyl or R a and R b together with the 
carbon atom to which they are attached represent (3-6C)cycloalkyl; 

B represents a (3-7C)cycloalkyl ring, a saturated or partially saturated 3 to 7 
membered heterocyclic ring, an aryl group, a 5 or 6 membered heteroaryl ring 
selected from furyl, pyrrolyl, thienyl, oxazolyi, isoxazolyl, imidazolyl, pyrazolyl, 
thiazolyl, isothiazolyl, oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, pyridyl, 
pyridazinyl, pyrimidinyl, pyrazinyl or 1,3,5-triazinyl, or a 8, 9 or 10 membered 
bicyclic group which optionally contains 1, 2, 3 or 4 heteroatoms independently 
selected from N, O and S and which is saturated, partially saturated or aromatic; 

R 6 is selected from halo, cyano, oxo f a (3-7C)cycloalkyl ring, a saturated or partially 
saturated 3 to 7 membered heterocyclic ring, and -N(R c )C(0)(l-6C)alkyl in which R c 
is hydrogen or (l-6C)alkyl; or 

R 6 is selected from (l-6C)alkyl, -S(0) p -(l-6C)alkyl wherein p is 0, 1 or 2, or 

(l-6C)alkoxy, wherein the (l-6C)alkyl, ~ S (0) p -( I - 6C)alky 1 and the (l-6C)alkoxy 
groups are optionally substituted by one or more groups independently selected from 
cyano, fluoro, hydroxy, (l~6C)a!koxy, amino, mono(l-6C)alkylamino, 
di-[(l-6C)alkyl]amino, a (3-7C)cycloalkyI ring or a saturated or partially saturated 3 
to 7 membered heterocyclic ring; and 
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wherein the (3-7C)cycloalkyl ring and saturated or partially saturated 3 to 7 
membered heterocyclic ring are optionally independently substituted by one or more 
groups selected from (l-6C)alkyl; and 

mis 0, 1, 2 or 3; 

and when B is a (3-7C)cycloalkyl ring, a saturated or partially saturated 3 to 7 
membered heterocyclic ring or a saturated or partially saturated 8, 9 or 10 membered 
bicyclic group, the rings and the bicyclic group optionally bear 1 or 2 oxo or thioxo 
substituents; 

and salts thereof. 

A compound of Formula I according to Claim 1, wherein: 

R 6 is selected from halo, cyano, a (3-7C)cycloalkyl ring, a saturated or partially 
saturated 3 to 7 membered heterocyclic ring or an alkanoyl amino group 
-N(R C )C(0)(1 -6C)alkyl in which R c is hydrogen or (l-6C)alkyl; or 
R* is selected from (l-6C)alkyl or ( 1 -6C)alkoxy, wherein the (l-6C)alkyl and the 
(l-6C)alkoxy groups are optionally substituted by one or more groups independently 
selected from cyano, fluoro, hydroxy, (l-6C)alkoxy, amino, mono(l-6C)alky] amino, 
di-[(l-6C)alkyl]amino, a (3-7C)cycloalkyl ring or a saturated or partially saturated 3 
to 7 membered heterocyclic ring; 

and salts thereof. 

A compound of the Formula I according to claim 1 , wherein: 

R 1 and R 2 are independently selected from hydrogen, (1 -6C)alkylsuIfonyl, 
phenylCCHiV wherein u is 0, 1, 2, 3, 4, 5 or 6 5 (l-6C)alkanoyI, (l-6C)alkyI, 
(l-6C)alkoxycarbonyl, or (3~6C)cycloalkyl(CH 2 )x- in which x is 0, 1, 2> 3, 4, 5 or 6 
or R 1 and R 2 together with the nitrogen atom to which they are attached represent a 
saturated or partially saturated 3 to 7 membered heterocyclic ring optionally 
containing another hetcro atom selected from NorO; 

wherein the alkyl and the cycloalkyl groups are optionally substituted by one or 
more groups selected from fluoro, hydroxy, (l-6C)alkyl, (l-6C)alkoxy 7 amino, 
mono(l -6C)alkylamino or di-[(l -6 C) alkyl] amino, a saturated or partially 



AMENDED SHEET 



11-11-2005 

*01319 



GB0405337 




168- 

saturated 3 to 7 membered heterocyclic ring or a 5 or 6 membered heteroaryl 
ring, wherein said heterocyclic and heteroaryl rings are optionally 
independently substituted by one or more of the following: (l-4C)alkyl, 
hydroxy, amino, mono( 1 -6C)alkylamino or di-[(l-6C)alkyl] amino or a 
5 saturated or partially saturated 3 to 7 membered heterocyclic ring; 

and wherein the phenyl is optionally substituted by one or more groups selected 
from halo, (l-6C)alkyl, (l-6C)alkoxy, amino* mono( 1 -6C)aIky lamina or 
di-[(l-6C)alkyl]amino, wherein the (l-6C)alkyl or (l-6C)alkoxy are optionally 
substituted by hydroxy 3 amino, mono(l -6C}alkylamino or 
1 0 di-[( 1 -6C)alkyI]amino; 

and R 4 are independently selected from hydrogen, (l-6C)alkyl or (l-6C)alkoxy 
wherein the alkyl and the alkoxy groups are optionally substituted by one or more 
groups selected from fluoro, hydroxy, (l-6C)alkyl, (l-6C)alkoxy, amino, 

15 mono(l-6C)alkylamino or di-[(l*6C)alkyl] amino, a saturated or partially saturated 3 

to 7 membered heterocyclic ring or a 5 or 6 membered heteroaryl ring, wherein said 
heterocyclic and heteroaryl rings are optionally independently substituted by one or 
more of the following: (l-4C)alkyl, hydroxy, amino, mono(l-6C)alkylarnino or 
di-[(l-6C)alkyl]amino or a saturated or partially saturated 3 to 7 membered 

20 heterocyclic ring; 

or one of R 3 and R 4 is as defined above and the other represents a group — NR J R 2 as 
defined above; 

R s is selected from cyano, halo, (l-6C)alkoxy or (l-6C)alkyl optionally substituted by 
25 cyano or by one or more fluoro; 



B represents a (3-7C)cycloalkyl ring, an aryl or a 5 or 6 membered heteroaryl ring 
selected from furyl, pyrrolyl, thienyl, oxazolyl, isoxazolyl, imidazolyl, pyrazolyl, 
thiazolyl* isothiazolyl, oxadiazolyl, thiadiazolyl, triazoiyl, tetrazolyl, pyridyl, 
30 pyridazinyl, pyrimidinyl, pyrazinyl or 1,3,5-triazinyl; 

R 6 is selected from halo, cyano, a saturated or partially saturated 3 to 7 membered 
heterocyclic ring or an alkanoylamino group -N(R c )C(0)(l-6C)alkyl in which R c is 
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hydrogen or (l-6C)alkyl; or R* is selected from (l-6C)alkyl or (l-6C)alkoxy, 
wherein the alkyl and the alkoxy groups are optionally substituted by one or more 
groups selected from cyano, fluoro a hydroxy, ( 1 -6C)alkoxy , amino, 
mono(l-6C)alkylammo, di-[(l-6C)a!kyl]amino, or a saturated or partially saturated 
3 to 7 membered heterocyclic ring; and 

m is 0, 1 4 2 or 3; and when m is at least 2 then two substituents on adjacent carbon 
atoms in ring B may together represent a methylene dioxy group; 

and wherein A, L and n are as defined in Claim 1 . 
and salts thereof 

A compound according to any one of Claims 1, 2 and 3 wherein A is selected from 
phenyl, pyridyl, thiazolyl, thiadiazolyl or pyrimidinyl. 

A compound accordingly to any one of the preceding claims wherein B is selected from 
phenyl, 2,3-di-hydro-indenyl, piperidinyl, pyridyl, pyrazolyl, isothiazolyl, thiadiazolyl, 
isoxazolyU benzodioxinyl, benzodioxolyl or tetrahydropyranyl 

A compound accordingly to any one of the preceding claims wherein L is selected from 
-N(R 8 )C(0)N(R 9 )- 9 -N(R*)C(0)0- or -N(R 8 )C(0)CH 2 - wherein R 8 and R 9 
independently represent hydrogen or (l-6C)alkyl. 

A compound accordingly to any one of the preceding claims wherein R l and R 2 are both 
hydrogen or R 1 is hydrogen or (l-6C)alkyI and R 2 is (l-6C)a!kyl 

wherein (l-6Calkyl) is optionally substituted by hydroxy, amino, 
mono(l -6C)aJkylamino or di(l-6C)alkyIamino, carbamoyl, (l-6C)alkoxy, 
(l-6C)alkoxy(l-6C)a!koxy, -N(R d )C(0)(l-6C)aIkyl in which R d is hydrogen or 
(l-6C)alkyl, aryl (particularily phenyl), a saturated or partially saturated 3 to 7 
membered heterocyclic ring or a 5 or 6 membered heteroaryl ring; 
wherein the (l-6C)alkoxy, mono(l-6C)alkylamino and -N(R d )C(0)( 1 -6C)alkyl 
groups are optionally substituted by hydroxy; 
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wherein an aryl ring, a saturated or partially saturated 3 to 7 membered heterocyclic 
ring or a 5 or 6 membered heteroaryl ring is optionally substituted by 
(i-4C)alkyl, (l-4C)alkoxy or -C(0)CH 2 Y wherein Y is selected from hydroxy or 
di(l -6C)aIky lamino. 

5 

8. A compound accordingly to any one of the preceding claims wherein R 3 and R 4 are both 
hydrogen. 

9. A compound accordingly to any one of the preceding claims wherein R 6 is 
10 independently selected from halo, cyano, oxo, (3-7C)cycloalkyl 9 a saturated 3 to 7 

membered heterocyclic ring (optionally substituted by (l-4C)alkyl), 
-N(R C )C (G)( 1 -6C)alky 1 wherein R c is hydrogen or (l-6C)alkyl (particularily 
(l-4C)alkyl), (l-6C)alkyl (optionally substituted by up to three groups independently 
selected from halo) or (l-6C)alkoxy and m is selected from 1 or 2. 

15 

10. A compound according to Claim 1 which is any one or more of examples 1 to 152 or a 
salt thereof. 



11. A pharmaceutical composition which comprises a compound of the Formula I, or a 
20 pharmaceutically acceptable salt thereof, as defined in claims 1 to 10 in association with 

a pharmaceutically acceptable diluent or carrier, 

12. A compound of the Formula I, or a pharmaceutically acceptable salt thereof, as defined 
in claims 1 to 10, for use as a medicament. 

25 

13. Use of a compound of the Formula I, or a pharmaceutically acceptable salt thereof, as 
defined in claims 1 to 10, in the manufacture of a medicament for use as a Tie2 receptor 
tyrosine kinase inhibitor in a warm-blooded animal such as man. 

30 14, Use of a compound of the Formula I, or a pharmaceutically acceptable salt thereof, as 
defined in claims 1 to 10, in the manufacture of a medicament for use in the production 
of an anti-angiogenic effect in a warm-blooded animal such as man. 
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15. A process for preparing a compound of formula 1, or salt thereof, as defined in Claim 1, 
or a pharmaceutical^ acceptable salt thereof (wherein R 1 , R 2 » R 3 , R 4 , R 3 > R 6 , R 7 , R*, 
R 9 , R 10 , R 11 JL , ring A and ring B s n and m are, unless otherwise specified, as defined in 
Claim 1) comprising: 

(a) For compounds of the formula I wherein L is -N(R 8 )C(0)N(H>, the reaction of a 
compound of the formula II: 



R 1 R 2 N 





NHR 8 



II 

wherein R l , R 2 , R 3 , R 4 , R 5 , R 8 , n and A have any of the meanings defined 
hereinbefore except that any functional group is protected if necessary, with an 
10 isocyanate of the formula IV: 




IV 



wherein R , m and B have any of the meanings defined hereinbefore except that 
any functional group is protected if necessary; or 
15 (b) For compounds of the formula I wherein L is -NCR 8 )CCO)N(H)-, the reaction of a 

compound of the formula II as defined above with an aryl carbamate of the 
formula III: 




HI 



wherein Ar is a suitable aryl group and R 6 , m and B have any of the meanings 
20 defined hereinbefore except that any functional group is protected if necessary; or 

(c) For compounds of the formula I wherein L is N{R s )C(0)-0-, the reaction of a 
compound of the formula II as defined above with a compound of the formula XI: 
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m 



xt 



wherein Lg 1 is a suitable displaceable group and R , m and B have any of the 



5 (d) 



10 

(e) 



15 

CO 



meanings defined hereinbefore except that any functional group is protected if 
necessary; or 

For compounds of the formula I wherein L is N(R 8 )C(0)C(R*R b ), the reaction of a 
compound of the formula II as defined above with a compound of the formula IX: 



wherein Lg 2 is a suitable displaceable group, R x -C(0>0- or R x -0- (wherein R x is 
a suitable alkyl or aryl group) and R 6 , R a , R b , m and B have any of the meanings 
defined hereinbefore except that any functional group is protected if necessary; or 
For compounds of the formula I wherein L is -N(R s )C(0)N(H)-, the reaction of a 
compound of the formula II as defined above with a trichloroacetylamine of the 
formula XIII: 



wherein R , m and B have any of the meanings defined hereinbefore except that 
any functional group is protected if necessary; or 

For compounds of the formula I wherein L is -C(R a R b )C(0)N(R 9 )-, the reaction of 
a compound of the formula XIV: 
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10 



15 



(g) 



00 



N 



R 1 R 2 N ^ 



N 





XIV 



wherein Lg 2 is a suitable displaceable group as described above and R,R,R, 
R 4 , R 5 , R\ R b , n and A have any of the meanings defined hereinbefore except that 
any functional group is protected if necessary, with an amine of the formula XV: 

XV 

wherein R 6 , R 9 3 m and B have any of the meanings defined hereinbefore except 
that any functional group is protected if necessary; or 
The reaction of a compound of the formula XVI: 






XVI 

wherein Lg 3 is a suitable displaceable group, methyl sulfonyl, methylthio or 
aryloxy and R 3 , R 4 , R s , R 6 , n, m 3 A, B and L have any of the meanings defined 
hereinbefore except that any functional group is protected if necessary, with an 
amine of the formula HNR l R 2 , wherein R 1 and R 2 have any of the meanings 
defined hereinbefore except that any functional group is protected if necessary; or 
The reaction of a compound of the formula XVII: 




XVII 
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wherein Lg 4 is a suitable displaceable group or a sulfonyloxy group and R , R , n 9 
m, A, B and L have any of the meanings defined hereinbefore except that any 
functional group is protected if necessary, with an alkyne of the formula XVIII: 




H 



XVIII 

wherein R 1 , R 2 , R 3 and R 4 have any of the meanings defined hereinbefore except 
that any functional group is protected if necessary; or 
(i) For compounds of the formula I wherein L is -N(H)C(0)NCR 9 )-, the reaction of an 
isocyanate of the formula XIX: 

,3 





XIX 

10 wherein R 1 , R 2 , R 3 > R 4 , R 5 , n and A have any of the meanings defined 

hereinbefore except that any functional group is protected if necessary, with an 
amine of the formula XV as defined above; or 
(]) For compounds of the formula I wherein L is -N(H)C(0)N(R 9 )-, the reaction of a 
compound of the formula XX: 

N: ' 





R 2 R 1 N 4, /) === [ A 

N 

15 XX 

wherein Ar is a suitable aryl group and R 1 , R 2 , R 3 , R 4 , R 5 , n and A have any of the 
meanings defined hereinbefore except that any functional group is protected if 
necessary, with an amine of the formula XV as defined above, 
and thereafter if necessary: 

20 i) converting a compound of the Formula (I) into another compound of the Formula (I); 
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ii) removing any protecting groups; 

iii) forming a salt. 

16. A compound selected from Formulae II, XIV, XVI, XIX and XX as defined in 
Claim 15, wherein A is a 5 or 6 membered heteroaryl ring selected from furyl, pyrrolyl, 
thienyl, oxazolyl, isoxazolyl, imidazolyl, pyrazolyU thiazolyl, isothiazolyl, oxadiazolyl, 
thiadiazolyl, triazolyl, tetrazolyl, pyridyl, pyridazinyl, pyrimidinyl, pyrazinyl or 
1,3,5-triazinyl 

or a compound of Formula Vic: 

N 

V 

Vic 

or salt thereof, wherein A is a 5 or 6 membered heteroaryl ring selected from furyl, 
pyrrolyl, thienyl* oxazolyl, isoxazolyl, imidazolyl* pyrazolyl, thiazolyl, isothiazolyl, 
oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, pyridyl, pyridazinyl, pyrimidinyl, 
pyrazinyl or 1,3,^-triazinyl and Lg3, R 3 , R 4 , R 5 and n are as defined in Claim 15. 





15 
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